Compounds with a pEC 50 ≥ 6 at 18 h were deemed fast acting. The pEC 99 values were determined by incubating compound with the parasite for 18 h, then washing out the compound and incubating for 72 h, to determine the minimal trypanocidal concentration (EC 99 ) which abolishes 99 % of growth recovery.
Compounds with a pEC 99 ≥ 6 were deemed cidal. 1 Cpd 6 h 12 h 18h 24 h pEC 99 10c 5.3 5.5 5.6 5.8 5.5 1 6.3 7.2 7.3 7.5 7.1 10o 5.7 6.5 6.6 6.8 6.2 10e 5.2 6.4 6.6 6.8 6.3 10k 6.2 6.3 6.3 6.7 6.3 10r 6.3 6.8 7.2 7.5 6.7 10m 4.4 6.0 6.1 6. 
N-Cyclopropyl-4-(2-(4-methoxyphenyl)pyrazolo[1,5-b]pyridazin-3-yl)pyrimidin-2-amine
cyclopropylamine (6 µL, 87 µmol), and DIPEA (16 µL, 87 µmol) were stirred in n-BuOH and the reaction mixture was subjected to microwave irradiation at 150 °C for 1 h. Reaction mixture was then concentrated and column purification was performed using EtOAC: hex, 40-100%, 10 CV to provide the title compound as a buff solid (11 mg, 69%). 1 
4-(2-(4-Methoxyphenyl)pyrazolo[1,5-b]pyridazin-3-yl)-N-phenylpyrimidin-2-amine (S1b). In a vial 3-
(2-chloropyrimidin-4-yl)-2-(4-methoxyphenyl)pyrazolo[1,5-b]pyridazine 7f (11 mg, 33 µmol), and aniline (6 µL, 65 µmol) were stirred in n-BuOH at 110 °C for 16 h. Reaction mixture was then concentrated and S6 column purification done on using EtOAC: hex, 40-100%, 8 CV followed by EtOAc: MeOH, 0-20%, 10 CV to afford the title compound as a beige solid (12 mg, 93%). 1 
N-(3-Methoxyphenyl)-4-(2-(4-(trifluoromethyl)phenyl)pyrazolo[1,5-b]pyridazin-3-yl)pyrimidin-2-
amine (S1c). To an oven-dried flask containing a solution of 3-(2-chloropyrimidin-4-yl)-2-(4-(trifluoromethyl)phenyl)pyrazolo [1,5-b] pyridazine 7d (20 mg, 53 µmol) in 1 mL n-BuOH was added manisidine (12 µL, 106 µmol) and the reaction was heated to 110 °C for 16 h. Solid ppt seen in the vial. After completion, the reaction was concentrated to dryness and purified by column chromatography using EtOAc: hex, 20-100% 12 CV to afford the title compound as a yellow solid (20 mg, 81%). 1 
N-(3-Nitrophenyl)-4-(2-(4-(trifluoromethyl)phenyl)pyrazolo[1,5-b]pyridazin-3-yl)pyrimidin-2-
amine (S1d). To an oven-dried flask containing a solution of 3-(2-chloropyrimidin-4-yl)-2-(4-(trifluoromethyl)phenyl)pyrazolo [1,5-b] pyridazine 7d (20 mg, 53 µmol) in n-BuOH, 3-nitroaniline (15 mg, 106 µmol) was added and the reaction was heated to 110 °C for 16 h. A precipitate was filtered out and washed with methanol followed by diethyl ether and dried under high vacuum to provide the title compound as a solid (16 mg, 63%). 1 A precipitate was filtered and washed with methanol followed by diethyl ether and dried under high vacuum to provide the title compound as an off-white solid (12 mg, 47%). 1 N-(4-(tert-Butyl)phenyl)-4-(2-(4-(trifluoromethyl)phenyl)pyrazolo[1,5-b]pyridazin-3-yl) CDK-2 pIC 50 ; c. CDK-4 pIC 50 . Colored on whether there was no substitution at R 1 and R 2 (blue), substitution at R 1 (orange), or substitution at R 2 (grey). a. Washout pEC 99 12d < 4.4 ± 0.0 < 4.9 ± 0.0 < 5.4 ± 0.0 6.6 ± 0.15 6.7 ± 0.06 6.5 ± 0.14 22a 5.7 ± 0.07 6.3 ± 0.12 6.8 ± 0.10 6.8 ± 0.05 7.1 ± 0.08 6.8 ± 0.25 22b 5.7 ± 0.04 6.1 ± 0.08 6.8 ± 0.17 6.9 ± 0.11 7.2 ± 0.06 6.2 ± 0.44 22c
6.0 ± 0.24 7.1 ± 0.16 7.8 ± 0.14 8.4 ± 0.20 8.2 ± 0.09 7.2 ± 0.4 20r
5.3 ± 0.03 5.5 ± 0.20 5.9 ± 0.22 6.1 ± 0.11 6.4 ± 0.09 5.8 ± 0.31 20c
5.4 ± 0.07 6.1 ± 0.20 6.9 ± 0.08 6.7 ± 0.10 6.9 ± 0.09 6.4 ± 0.07 20g
5.9 ± 0.06 6.7 ± 0.12 7.1 ± 0.10 7.3 ± 0.08 7.4 ± 0.08 7.0 ± 0.11 1×10 4 2.0×10 6 2.7×10 7 4.5×10 7 3.2×10 8 7.3×10 8 a ND = Not Detected (parasitemia levels < 5.6×10 4 p/mL). S17 a Dead Table S11 . Measured activity of compounds against Trypanosoma cruzi, and Leishmania donovani as well as L6 and THP-1. Table S .12. Measured severity score of compounds (10 μM) against adult Schistosoma mansoni at the indicated time points. Compounds were scored based on the non-mutually exclusive phenotypic responses of the parasite that involved changes in translucency, motility and ability to adhere to the substratum. Each response was awarded a score of 1 and added up to the maximum score of 4. Degeneracy or damage to the outer surface of the worm was scored as 4. The anthelmintic, niclosamide, which causes degeneracy,
